
Nutley, August 20,1999

Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Rm. 1061
Rockville, MD 20852

0Roche

,-
Re: Docket No. 99D-0529

Drafi Guidance to Industry Changes to an Approved NDA or ANDA

Dear Sir or Madam:

Hoffrnann-LaRoche supports the FDA’s ongoing efforts to streamline approaches to
CMC changes to New Drug Applications. In a number of respects, the SUPACS have
provided regulatory relief to the pharmaceutical industry. Since the passing of
FDAMA in November 1997, it has been unclear whether FDA would fulfill its
obligations under the Act with a continuation of the SUPAC-type guidances, or take a
boIder approach that would provide significantly greater regulatory relief. With the
issuance of the subject draft guidance, the FDA has chosen the former approach.
While it does provide relief in a number of areas, it appears to fall short of providing
significant relief and, in fact, also appears to add to regulatory burden in a number of
other areas. The categorical approach to the vast array of topics subject to CMC
change guidances has resulted in a document that is confusing to follow, and at times
ambiguous, In general, it also restricts flexibility, which FDA itself has always touted as
an advantage of previous guidelines.

In general, it is disappointing that FDA has rejected PhRMA’s 1998 decision tree
approach. That approach provided a scientifically sound mechanism for defining filing
requirements based upon the real impact of changes to product quality supported by
actual data, rather than by defining filing requirements based upon an a priori
approach to assessing “potential” to impact product quality. Either approach could
require the same degree of investigation, data and documentation, and scientifically
based conclusions. However, the decision tree approach offers the opportunity for a
significantly greater degree of flexibility and relief, without compromise to safety and
efficacy.

Gn

d
cd)

qQn -05sq Pharma Development Tel. 973-562-3696

US Product Management Fax 973-562-3700

d’ Bldg l/2R34 Internet
Hoffmann-La Roche Inc. 340 Kingsland Street David. ridge@ roche.com

Nutley, New Jersey 07110-1199



oRoche

Dockets A!anagement Branch
Food and Drug Administration
August 20, 1999

Clearly, FDA has chosen not to take the substantial step forward in redefining what
changes constitute “substantial potential to adversely affect the safety or efficacy of the
drug.” Instead, it has relied on an historical and anecdotal collection of experiences,
when a data-driven case-by-case approach would provide the regulatory relief we
believe Congress intended without compromising safety or efficacy,

Nonetheless, Roche feels compelled to offer more specific input on the proposed
guidance itself. This is attached.

I@

Yours sincerely,

Hoffmann-La Roche Inc.

David Ridge, Ph.D.
Group Director
Drug Regulatory Affairs

DNR/jaw
Attachment
HLR No. 1999-2059. .
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Next Step
To print a receipt of your shipment, please click on “Shipping History”.
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To prepare your package for shipment, you must do the following:
Use the PRINT feature from your browser to print this page to your laser
printer. Fold the printed page in half and use as the shipping label. After
printing the label, place it in a waybill pouch and affix it to your shipment
so”that the barcode portion of the label can be read and scanned.
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